The dematiaceous fungus Fonsecaea monophora is a causal agent of cerebral phaeohyphomycosis (10) and chromoblastomycosis (11-13). On the basis of molecular studies (3, 7) , this fungus has recently been segregated from Fonsecaea pedrosoi, a traditionally well-known pathogen. Since very little is known about the pathogenicity and antifungal susceptibility of this novel fungus, the aim of this study was to develop a murine model of disseminated infection by F. monophora to evaluate its virulence and compare the therapeutic efficacy of amphotericin B (AMB), itraconazole (ITZ) and posaconazole (PSC).
Two clinical strains of Fonsecaea monophora were used: CBS 269.37 and CBS 117236. Their in vitro antifungal susceptibility tests (8) showed MICs of 1 µg/ml for AMB, 0.5 and 0.25 µg/ml for ITZ respectively, and 0.25 and 0.12 µg/ml for PSC respectively. days. For the tissue burden study, mice were sacrificed on day 6 post-infection.
Lungs, brain, spleen, liver and kidneys were aseptically removed and approximately half of each organ was weighed and homogenized in 1 ml of sterile normal saline.
Dilutions of the homogenates were plated on PDA, incubated at 30ºC and examined Virulence studies ( Figure 1 ) did not reveal significant differences in mortality rates between the isolates (P=0.054). Fungi were present in all organs tested, and important differences were shown in the fungal loads of the different organs within and between both strains. AMB only prolonged the survival of mice infected with the strain CBS 269.37 and ITZ was not able to prolong the survival of mice in any case. The ability of AMB and ITZ to reduce tissue burden was considerably lower than PSC.
At day 6 of treatment, for all treatments administered, antifungal levels in serum and brain were above the corresponding MICs. PSC levels increased with dose escalation (Table 1) .
Histological studies only showed evidence of kidney and lung invasion by the strain CBS 117236 ( Figure 5 ). Kidney sections showed glomerular and tubular invasion by hyphae. In lung, this isolate caused focal interstitial infiltration. None of the organs showed any inflammatory response.
In this study, PSC was the most effective drug in prolonging mice survival and F. monophora has been considered a neurotropic fungus (10). In our study, both strains, including an isolate from a brain abscess, were able to affect brain, although to a lesser degree than the other organs tested. Our data demonstrate a correlation between the in vitro activity of PSC, the brain concentration levels and efficacy of this drug, even at low concentrations, in brain tissue burden.
In conclusion, this work confirms PSC as an alternative to ITZ in the treatment of 
